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* WHAT IS CLAIMED: 



1 . A non-human mammal comprising a mutant GP Dla gene wherein at least one 
of the two cytoplasmic tyrosine residues of the gene has been replaced with a non-tyrosine 
residue. 

2. The non-human mammal of claim 1 wherein the non-tyrosine residue is 
phenylalanine. 

3. The non-human mammal of claim 1 wherein the cytoplasmic tyrosine residues 
are tyrosine residues 747 and 759. 

4. Platelets isolated from the blood plasma of the non-human mammal of claim 1 . 

5. The non-human mammal of claim 1 wherein the non-human mammal is 
selected from the group consisting of sheep, goat, mouse, pig, dog, cat, monkey, chimpanzee, 
hamster, rat, rabbit, cow and guinea pig. 

/ 

6. The non-human mammal of claim 5 wherein the non-human mammal is a 

mouse. 

7. The non-human mammal of claim 1 wherein both cytoplasmic tyrosine 
residues have been replaced with a non-tyrosine residue. 

8. The non-human mammal of claim 7 wherein the non-tyrosine residues are 
phenylalanine. 

9. The non-human mammal of claim 7 wherein the cytoplasmic tyrosine residues 
are tyrosine residues 747 and 759. 

10. Platelets isolated from the blood plasma of the non-human mammal of claim 7. 
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1 1 . The non-human mammal of claim 7 wherein the non-human mammal is 
selected from the group consisting of sheep, goat, mouse, pig, dog, cat, monkey, chimpanzee, 
hamster, rat, rabbit, cow and guinea pig. 

12. The non-human mammal of claim 1 1 wherein the non-human mammal is a 

mouse. 

13. A non-human mammal expressing a transgene stably introduced into its DNA, 
wherein the transgene comprises DNA encoding mutant GP ma wherein at least one of the 
two cytoplasmic tyrosine residues has been replaced with a non-tyrosine residue. 

14. The non-human mammal of claim 1 3 wherein the non-tyrosine residue is 
phenylalanine. 

15. The non-human mammal of claim 1 3 wherein the cytoplasmic tyrosine 
residues are tyrosine residues 747 and 759. 

16. Platelets isolated from the blood plasma of the non-human mammal of claim 

13. 

1 7. The non-human mammal of claim 1 3 wherein the non-human mammal is 
selected from the group consisting of sheep, goat, mouse, pig, dog, cat, monkey, chimpanzee, 
hamster, rat, rabbit, cow and guinea pig. 

1 8. The non-human mammal of claim 1 7 wherein the non-human mammal is a 

mouse. 

1 9. The non-human mammal of claim 1 3 wherein both cytoplasmic tyrosine 
residues have been replaced with a non-tyrosine residue. 
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20. The non-human mammal of claim 19 wherein the non-tyrosine residues are 
phenylalanine. 

21 . The non-human mammal of claim 19 wherein the cytoplasmic tyrosine 
5 residues are tyrosine residues 747 and 759. 

22. Platelets isolated from the blood plasma of the non-human mammal of claim 

19. 

10 23. The non-human mammal of claim 1 9 wherein the non-human mammal is 

selected from the group consisting of sheep, goat, mouse, pig, dog, cat, monkey, chimpanzee, 
hamster, rat, rabbit, cow and guinea pig. 

24. The non-human mammal of claim 23 wherein the non-human mammal is a 

15 mouse. 

25. A method of preparing a transformed non-human mammal with a mutant GP 
ma gene wherein at least one of the two tyrosine residues of the endogenous GP ma gene has 
been replaced with a non-tyrosine residue to prepare the mutant GP IHa, said method 

20 comprising: 

a) introducing into embryonic stem cells a nucleic acid molecule encoding 
the mutant GP IHa gene; 

b) regenerating a transformed non-human mammal from the cells 
resulting from step a). 



25 



26. The method of claim 25 wherein the non-tyrosine residue is phenylalanine. 



27. The method of claim 25 wherein the cytoplasmic tyrosine residues are tyrosine 
residues 747 and 759. 

30 
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28. The method of claim 25 wherein the non-human mammal is selected from the 
group consisting of sheep, goat, mouse, pig, dog, cat, monkey, chimpanzee, hamster, rat, 
rabbit, cow and guinea pig. 

29. The method of claim 28 wherein the non-human mammal is a mouse. 

30. The method of claim 25 wherein both cytoplasmic tyrosine residues have been 
replaced with a non-tyrosine residue. 

31 . The method of claim 30 wherein the non-tyrosine residues are phenylalanine. 

32. The method of claim 30 wherein the cytoplasmic tyrosine residues are tyrosine 
residues 747 and 759. 



15 33* The method of claim 30 wherein the non-human mammal is selected from the 

group consisting of sheep, goat, mouse, pig, dog, cat, monkey, chimpanzee, hamster, rat, 
rabbit, cow and guinea pig. 



10 



20 



34. The method of claim 33 wherein the non-human mammal is a mouse. 

35. The method of claim 25 further comprising breeding the transformed non- 
human mammal so as to produce a non-human mammal homozygotic for the mutant GP ma 
gene. 



25 36. The method of claim 35 wherein the non-human mammal is a mouse. 

37. A method of preparing a transformed non-human mammal with a mutant GP 
ma gene wherein at least one of the two tyrosine residues of the endogenous GP ffia gene has 
been replaced with a non-tyrosine residue to prepare the mutant GP ma, said method 
30 comprising: 
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10 



a) introducing into embryonic stem cells a nucleic acid molecule encoding 
the mutant GP lHa gene and a selectable marker flanked by FRT sites; 

b) identifying and selecting transformed cells; 

c) removing the selectable marker from the transformed cells selected in 
step b) by transient transformation with FLP recombinase; 

d) injecting the transformed cells from step c) into blastocysts; and, 

e) regenerating a transformed non-human mammal from the blastocysts of 
step d), wherein the regenerated transformed non-human mammal is 
chimeric for the mutant GP lHa gene. 

38. The method of claim 37 wherein the non-tyrosine residue is phenylalanine. 

39. The method of claim 37 wherein the cytoplasmic tyrosine residues are tyrosine 
residues 747 and 759. 

40. The method of claim 37 wherein the non-human mammal is selected from the 
group consisting of sheep, goat, mouse, pig, dog, cat, monkey, chimpanzee, hamster, rat, 
rabbit, cow and guinea pig. 



20 41 . The method of claim 37 wherein the non-human mammal is a mouse. 

42. The method of claim 37 wherein both cytoplasmic tyrosine residues have been 
replaced with a non-tyrosine residue. 

25 43. The method of claim 37 wherein the non-tyrosine residues are phenylalanine. 

44. The method of claim 37 wherein the cytoplasmic tyrosine residues are tyrosine 
residues 747 and 759. 



15 
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45. The method of claim 43 wherein the non-human mammal is selected from the 
group consisting of sheep, goat, mouse, pig, dog, cat, monkey, chimpanzee, hamster, rat, 
rabbit, cow and guinea pig. 

46. The method of claim 45 wherein the non-human mammal is a mouse. 

47. The method of claim 37 further comprising breeding the transformed non- 
human mammal so as to produce a non-human mammal homozygotic for the mutant GP Ilia 
gene. 

48. The method of claim 47 wherein the non-human mammal is a mouse. 

49. The method of claim 37 further comprising the following steps: 

f) breeding the chimeric non-human mammal with a wild-type non- 
human mammalto produce a non-human mammal heterozygotic for the 
mutant GP Ula gene; 

g) crossing a heterozygotic non-human mammal produced in step f) with 
a second heterozygotic non-human mammal produced in step f) ; and, 

h) selecting a non-human mammal homozygotic for the mutant GP Ilia 
gene from the resulting progeny. 

50. The method of claim 49 wherein the non-human mammal is a mouse. 

51. A method comprising comparing a characteristic between two mammals of the 
same species, wherein one mammal has a wild-type GP Dla gene and the other mammal has a 
mutant GP Ula gene, wherein at least one of the two tyrosine residues of the wild-type GP IHa 
gene has been replaced with a non-tyrosine residue in the mutant GP Ilia gene. 

52. The method of claim 5 1 wherein the non-tyrosine residue is phenylalanine. 
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53. The method of claim 5 1 wherein the cytoplasmic tyrosine residues are tyrosine 
residues 747 and 759. 



54. The method of claim 5 1 wherein the non-human mammal is selected from the 
5 group consisting of sheep, goat, mouse, pig, dog, cat, monkey, chimpanzee, hamster, rat, 
rabbit, cow and guinea pig. 



55. The method of claim 54 wherein the non-human mammal is a mouse. 



10 56. The method of claim 5 1 wherein both cytoplasmic tyrosine residues have been 

replaced with a non-tyrosine residue. 

57. The method of claim 56 wherein the non-tyrosine residues are phenylalanine. 

1 5 58. The method of claim 56 wherein the cytoplasmic tyrosine residues are tyrosine 

residues 747 and 759. 



59. The method of claim 56 wherein the non-human mammal is selected from the 
group consisting of sheep, goat, mouse, pig, dog, cat, monkey, chimpanzee, hamster, rat, 

20 rabbit, cow and guinea pig. 

60. The method of claim 59 wherein the non-human mammal is a mouse. 

61 . The method of claim 5 1 further comprising comparing the bleeding time 
25 between the two mammal types. 

62. The method of claim 5 1 further comprising comparing the thrombotic 
responses between the two mammal types. 

30 63. The method of claim 5 1 further comprising comparing angjogenesis between 

the two mammal types. 
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64. The method of claim 5 1 further comprising comparing tumor metastasis 
between the two mammal types. 

65. The method of claim 5 1 further comprising comparing inflammation between 
the two mammal types. 

66. The method of claim 51 wherein the mammal is a mouse. 

67. A method of determining the effect of an agent on a characteristic of a mammal 
that is attributable to the expression of the GP ma gene, said method comprising; 



a) 
b) 



administering said agent to the mammal of claim 1 ; 
maintaining said mammal for a desired period of time after said 
administration; and, 

determining whether a characteristic of said mammal that is attributable 
to the expression of the mutant GP ma gene has been affected by the 
administration of said agent. 



15 



c) 



68. 



The method of claim 67 wherein the mammal is a mouse. 



20 
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I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments,): 

Description, pages: 

1 -22 as originally filed 

Claims, No.: 

-1 .68 as received on 20/06/2000 with letter of 19/06/2000 

Drawings, sheets: 

1,2 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

see separate sheet 

4. Additional observations, if necessary: 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



1-68 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1-68 



Industrial applicability (IA) 



Yes: 
No: 



Claims 
Claims 



1-50, 67, 68 
51-66 



2. Citations and explanations 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Re Item I 

Basis of the report 

The formulation "a mutant GPIIIa gene wherein at least one of the two ... tyrosine 
residues encoded by the ... gene has been replaced with a non-tyrosine residue", as used 
in amended claims 1, 25 and 37 is not clear and cannot be found in the application as 
originally filed. The same applies to the formulation "a mutant GPIIIa gene wherein at least 
one of the two tyrosine residues encoded by the wild-type GPIIIa gene has been replaced 
with a non-tyrosine residue encoded by the mutant GPIIIa gene", as used in amended 
claim 51. These formulations are, therefore, not directly and unambiguously derivable from 
the original application. Thus, said amendments do not meet the requirements of Art. 34 
(2) PCT and have, therefore, been disregarded while establishing this report (Rule 70.2(c) 
PCT). 

Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1. Art. 33 (2)(3) PCT, Novelty and Inventive Step 

1.1. A non-human mammal expressing a transgene encoding mutant GP Ilia wherein at 
least one of the two cytoplasmic tyrosine residues has been replaced with a non-tyrosine 
residue, as claimed in claim 13, is not known from the cited prior art and cannot be derived 
therefrom in an obvious manner. Said claim and claims dependent thereon, i.e. claims 13- 
24, are, therefore, new and seem inventive. 

1 .2. Claim 1 seems to be directed to a non-human mammal comprising a mutant GP Ilia 
gene encoding a mutant GP Ilia protein wherein at least one of the two cytoplasmic 
tyrosine residues of the protein has been replaced with a non-tyrosine residue. Claims 25 
and 37 seem to be directed to methods of preparing said non-human mammal by means 
of genetic engineering. Claim 51 seems to be directed to a method of comparing two 
mammals wherein one mammal has a mutant GP Ilia protein wherein at least one of the 
two tyrosine residues of the protein has been replaced with a non-tyrosine residue. Such 
mammals and methods are not known from the cited prior art and cannot be derived 
therefrom in an obvious manner. Said claim and claims dependent thereon, i.e. claims 1- 
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12 and 25-66, are, therefore, new and seem inventive (see, however, Re Item VIII , Art. 6 
PCT, Lack of Clarity). 

1.3. The same applies to a method of determining the effect of an agent on a 
characteristic that is attributable to the expression of the GP Ilia gene comprising 
administering said agent to the mammal of claim 1, as claimed in claim 67. Said claim and 
claim 68 dependent thereon are, therefore, also new and seem inventive (see, however, 
Re Item Vltl , Art. 6, Lack of Clarity). 

2, Art. 33 (4) PCT, Industrial Applicability 

Amended claim 51 embraces the mere comparison of a characteristic mediated by 
platalet function between two mammals wherein one of these mammals has a mutant GP 
Ilia gene. Claims 61-65 embrace the mere comparison of the bleeding time, the thrombotic 
responses, angiogenesis, tumour metastasis and inflammation of the two mammal types. 
The mere comparison of the two mammal types, however, does not represent a method 
applicable to the provision, improvement or testing of a product (for example a drug) or a 
process (for example the effect of a drug). Said claims and claims dependent thereon, i.e. 
claims 51- 66, are, therefore, not considered as susceptible of industrial application. 

Re Item VIII 

Certain observations on the international application 
Art. 6 PCT, Lack of Clarity 

Original claims 1, 25, 37 and 51 refer to "a mutant GP Ilia gene wherein at least one 
of the two ... tyrosine residues of the gene has been replaced with a non-tyrosine residue". 
A gene, however, consists of nucleotides and does not contain the amino acid tyrosine. 
The subject matter of said claims and claims dependent thereon, i.e. claims 1-12, 25-36, 
37-50 and 51-66, is, therefore, not clearly defined (Art. 6 PCT). In view of the description 
of the present application, claims 1 , 25, 37 and 51 have been examined as referring to "a 
mutant GP Ilia gene encoding a mutant GP Ilia protein wherein at least one of the two 
cytoplasmic tyrosine residues of the protein has been replaced with a non-tyrosine residue" 
(see claim 13). 
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